Details regarding design of the peptoid library have been published previously (1). Briefly, the library was synthesized on TentaGel macrobeads (140-170µM diameter; substitution: 0.48 mmol/g resin; Rapp Polymere). Synthesis of the library was conducted using eight different amines resulting in a theoretical diversity of 262,144 compounds. A 9-mer library was synthesized using a microwave (1000 W) -assisted synthesis protocol and a split and pool method (2). At the completion of library synthesis, beads were treated with a 95% TFA, 2.5% triisopropylsilane, and 2.5% water mixture for 2 hours to remove side chain protection groups and then neutralized with 10% diidoproplyethylamine in DMF. The beads were washed with dichloromethane, dried, and stored at 4°C until use.
suspension. Addition of this cocktail results in labeling of erythrocytes and leukocytes that are not CD4+ T cells. Following washing, magnetic streptavidin particles were added to the suspension and all labeled cells migrated toward a magnet, leaving the unlabeled CD4+ T cells in suspension. The CD4+ T cells were retained and all other cells discarded. Following isolation, cells were washed, counted and resuspended in complete RPMI 1640 media for downstream applications.
Flow cytometry binding assay
Following isolation of CD4+ T cells from TCR transgenic mice and WT controls, cells were washed and resuspended in 0.1% PBS/BSA (FACS buffer). The cells were incubated with increasing concentrations (1µM, 10µM, 100µM, 250µM, or 500µM) of either the biotin-DOPA-AG12A peptoid or a biotin-DOPA-control peptoid and incubated for 30 minutes at 37°C. 5mM sodium periodate was added to the cells briefly to crosslink the peptoid to the target receptor. This reaction was quenched with DTT and the cells were washed twice with .1% PBS/BSA. Fc block (BD Biosciences) was added to the cells for 15 minutes on ice in order to reduce non-specific binding to Fc receptors. The cells were stained with 1µg anti CD4-PerCp Cy5.5 antibody and 0.02µg streptavidin-APC antibody (BD Biosciences) for 15 minutes on ice. The staining was followed by 2 washes with .1% PBS/BSA and the cells were run on a FACS Calibur flow cytometer to assess peptoid binding. The data were analyzed using Flowjo software (Treestar) to determine the mean fluorescent intensity and are shown as histograms. The mean fluorescent intensities (MFI) were plotted using Graphpad Prism software to determine an estimated K d value and are depicted as a line graph.
Chemical Cross-linking CD4+ T cells were isolated from Vα2.3/Vβ8.2 TCR transgenic mice and from wildtype mice as described above. In addition, splenocytes depleted of CD4+ T cells were also used as a negative control. Cross-linking reactions were done in ½ Nuclear Extract Buffer (NEB) as described previously (4) . Approximately 10 X10 6 cells per condition were incubated with 5µM of biotin-DOPA-AG12A peptoid for 30 minutes at room temperature. Following incubation, 5mM NaIO 4 was added to cross-link the peptoid to its target receptor. After a brief incubation, the reaction was quenched with 6X loading buffer containing 100mM DTT. Standard SDS-PAGE was performed and immunoblotting was done with neutrAvidin-HRP and anti-Vα2 TCR antibodies (eBioscience).
CFSE proliferation assay
Following CD4+ T cell isolation, Vα2.3Vβ8.2 TCR transgenic T cells, B cells, or MOG-35-55 TCR transgenic T cells were labeled with CFSE (molecular probes) according to manufacturer's instructions. Briefly, cells were resuspended at a concentration of 1 x 10 6 per ml in PBS and incubated with 0.5µM CFSE at 37°C for 10 minutes. The staining was quenched with addition of 5 volumes of culture media containing 10% FBS. The cells were centrifuged, washed, and resuspended in complete RPMI 1640 media. The cells were then plated at 1 x 10 6 per ml. and incubated with increasing concentrations of either AG12A peptoid or a control peptoid (1µM, 10µM, 20µM, 40µM, 60µM, 80µM, 100µM, 200µM, or 500µM) for 30 minutes at 37 degrees. Antigen presenting cells were isolated from spleens of WT B10.PL mice and 10µg/ml of MBP Ac1-11, MOG 35-55, or LPS were then added to the culture to stimulate the cells. The cells were left in culture for 5 days, stained with an anti-CD4-PerCp antibody (BD Biosciences), and run on the FACS Calibur flow cytometer to assess cell division. The data were analyzed using Flowjo software (Treestar) proliferation platform to determine percentage of dividing cells. The percent division was graphed using Graphpad Prism software and depicted as a line graph.
Preparation of ruthenium-peptoid conjugates
Bis(2,2'-bipyridine)-4'-methyl-4-carboxybipyridine-ruthenium-bis(hexafluorophosphate), diisopropyl carbodiimide, and HOBt were dissolved in DMF and reacted with the previously generated deprotected peptoids for 2 hours at room temperature (5). The compounds were washed and cleaved from the resin as described above and purified with HPLC. The mass of each peptoid was determined using a MALDI-Voyager DE Pro mass spectrometer.
Tritiated thymidine incorporation proliferation assay
Spleens from naïve Vα2.3/Vβ8.2 TCR transgenic mice or 2D2 MOG 35-55 TCR transgenic mice were harvested and single cell suspensions were made by pressing through a 70µm cell strainer (BD Biosciences). CD4+ T cells were isolated as described above and resuspended in phenol red-free complete RPMI media. 1X10 5 cells per well were plated in a 96 well plate and incubated with 1µM or 100nM concentrations of AG12A-Ru 2+ , control peptoid-Ru 2+ , DMSO, or PBS in quadruplicate. Cells were then irradiated for 10 minutes using a 150 W Xenon arc lamp (Oriel, Stamford, CT) as described previously (5) . Following irradiation, T cells were activated with 10µg/ml of MBP Ac1-11 and 3X10 5 antigen presenting cells per well. Cultures were maintained in 96-well flat-bottom plates for 96 h at 37°C in humidified 5% CO 2 /air. The wells were pulsed with 0.5 µCi/well [methyl- 
Adoptive Transfer
Spleens from naïve Vα2.3/Vβ8.2 TCR transgenic mice were harvested and single cell suspensions were prepared by pressing through a 70µm cell strainer (BD Biosciences). CD4+ T cells were isolated, treated with AG12A-Ru 2+ or control peptoid-Ru
2+
, irradiated, and activated with MBP Ac1-11 as described above. After 72 h, the cells were washed with PBS and 10x 10 6 cells were injected i.p. into naive B10.PL mice. The mice were evaluated daily for clinical signs of EAE as previously described (3). Figure S4 ) Following CD4+ T cell isolation, Vα2.3Vβ8.2 TCR transgenic T cells, B cells, or MOG-35-55 TCR transgenic T cells were labeled with CFSE (molecular probes) according to manufacturer's instructions. Briefly, cells were resuspended at a concentration of 1 x 10 6 per ml in PBS and incubated with 0.5µM CFSE at 37°C for 10 minutes. The staining was quenched with addition of 5 volumes of culture media containing 10% FBS. The cells were centrifuged, washed, and resuspended in complete RPMI 1640 media. The cells were then plated at 1 x 10 6 per ml. and incubated with increasing concentrations of either AG12A peptoid or a control peptoid (1µM, 10µM, 20µM, 40µM, 60µM, 80µM, 100µM, 200µM, or 500µM) for 30 minutes at 37 degrees. Antigen presenting cells were isolated from spleens of WT B10.PL mice and 10µg/ml of MBP Ac1-11, MOG 35-55, or LPS were then added to the culture to stimulate the cells. The cells were left in culture for 5 days, stained with an anti-CD4-PerCp antibody (BD Biosciences), and run on the FACS Calibur flow cytometer to assess cell division. The data were analyzed using Flowjo software (Treestar) proliferation platform to determine percentage of dividing cells. The percent division was graphed using Graphpad Prism software and depicted as a line graph.
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